. Related to Figure 1. Summary of miRNA sequences used in this study. Sequence, miRBase accession number and chromosomal location of the human miRNAs included in the study. Sequences of the corresponding miRNAs in mouse, rat and pig available in the miRBase 21 database (http://www.mirbase.org) are also reported. The seed sequence is in red. Neonatal rat CMs were reverse transfected with the indicated miRNAs, followed by RNA sequence analysis using Next Generation Sequencing (NGS). Total neonatal rat CM RNAs were deep-sequenced and quantified using standard protocols. The gene expressions mapped onto the Rattus norvegicus reference genome (GCF_000001895.5 Rnor 6.0.82) was then normalized by RPKM. Expressed genes are those for which the expression is above 1.00 RPKM. Fold-changes in gene expression upon transfection of proproliferating miRNA were taken with respect to cel-miR-67 (negative control). B. Heatmap of gene expression profiles; downregulated genes are shown in green, upregulated genes in red. Cluster analysis was performed on the log2-fold-change over control (cel-miR-67) . The dendrogram shows the arrangement upon hierarchical clustering using an average linkage criterion with a Euclidean distance as a metric. MiR-302d and miR-373 have very similar effects compared to the other miRNAs considered in this study. The plot also indicates that miR-199a-3p had an effect which is least similar to the other 5 analyzed miRNAs. C. Heatmaps showing differentially expressed genes in response to the 6 miRNAs. Green identifies downregulated (total 96 genes) and red upregulated genes (156 genes). D. Common regulatory pathways mediate activity of miRNAs inducing CM proliferation. Pathway analysis revealed alterations in the levels of genes involved in the Hippo and the F-acting polymerization pathways. Upregulated genes are in red, downregulated genes in green. Fold changes are in brackets. In all the experiments, data are mean±SEM of at least n=3 independent experiments; *P<0.05; one-way ANOVA. A. Effects of miRNAs on the TAOK1 3'UTR. B. Predicted pairing of miR-199a-3p onto the TAOK1 3'UTR (miRNA seed sequence is in red) and sequence of a 3'UTR mutated in the miRNA-pairing sequence mutated nucleotides are in green). Nucleotide numbers refer to the NCBI Reference Sequence NM_173327.1 for rat TAOK1. C. 3'UTR luciferase assays with the mutated TAOK1 3'UTR sequence in cells transfected with miR-199a-3p or miR-590-3p (as a control). D. Effects of miRNAs on the β−TrCP 3'UTR. E. Predicted pairing of miR-199a-3p onto the β−TrCP 3'UTR and sequence of a 3'UTR mutated in the miRNA-pairing sequence. Nucleotide numbers refer to the NCBI Reference Sequence NM_001007148.2 for rat β−TrCP. F. 3'UTR luciferase assays with the mutated β−TrCP 3'UTR sequence in cells transfected with miR-199a-3p or miR-590-3p. G. Effect of miRNAs on theSTK38L 3'UTR. H. Predicted pairing of miR-199a-3p onto the Cofilin2 3'UTR (miRNA seed sequence is in red) and sequence of a 3'UTR mutated in the miRNA-pairing sequence (mutated nucleotides are in green). Nucleotide numbers refer to the NCBI Reference Sequence NM_001108982.2 for rat Cofilin2. I. 3'UTR luciferase assays with the mutated Cofilin2 3'UTR sequence in cells transfected with miR-199a-3p or miR-590-3p (as a control). Data are mean±SEM of n=3 independent experiments. Figure 2 . Effect of pro-proliferative miRNAs on a catalogue of genes involved in the Hippo pathway. An extensive literature search was performed to compile a list of rat genes that were experimentally found to modulate YAP-mediated gene activation. The canonical and non-canonical Hippo pathway genes are listed along with upstream interactors and downstream effectors. For each catalogued gene, the log2-fold change of gene expression level in cardiomyocytes treated with each of the analyzed miRNAs (hsa-miR-1825, hsa-miR-199a-3p, hsa-miR-302d-3p, hsa-miR-33b-3p, hsamiR-373-3p and hsa-miR-590-3p) compared to cel-miR-67 is reported. If differentially expressed, the reported log2-fold change is indicated as either upregulated (in red) or downregulated (in green). Bioinformatic predictions between the miRNA and the gene is also reported where an indication whether a strong interaction (shown in yellow) was predicted. Table S2 . Related to Figure 3 . Effect of pro-proliferative miRNAs on a catalogue of genes involved in actin microfilament assembly and disassembly. Same as Table S1 using a list of genes reported in the literature that experimentally regulate the assembly and disassembly of actin microfilaments.
